. Stereo view of the 2Fo-Fc electron density map at 1.25-Å resolution covering the binding pocket of the T284S/V288S/A352D MlotiK1 CNB domain. cGMP and side chains of S288, D352, and S384 are represented as stick. Water molecules A-D are represented in red spheres. Electron density around these elements is represented by a gray mesh.
S U p p L E m E N T A L m A T E R I A L
Pessoa et al., http://www.jgp.org/cgi/content/full/jgp.201311145/DC1 S2 Ligand selectivity in the MlotiK1 channel Figure S3 . Stereo view of the ligand-binding pocket in the triple mutant. Water molecules are represented by red spheres, and the ligand (in white) and some residues (in yellow) are represented as stick. Residues and atoms discussed in the main text are labeled. The hydrogen bond network is represented by dashed lines. Figure S4 . Mutant cycle energetic analysis. Mutant cycle of the V288S and A352D combination for cAMP (left) and cGMP binding (right). Corners correspond to wild-type, single, and double mutant CNB domain. Changes in ligand-binding energy (in kcal/mol) between different protein forms are indicated along the arrows connecting the corners. Coupling energy (Gc; in kcal/mol) is shown at the center of each panel. Figure S5 . The CNB  domain from the cGMP-dependent protein kinase I. Identical views of the ligand-binding pocket in (A) the triple mutant domain from the MlotiK1 channel and in (B) the CNB  domain from the cGMP-dependent protein kinase I (Protein Data Bank accession no. 4KU7). Waters and some of the residues surrounding the nucleotide are labeled and shown as spheres and sticks, respectively. (C and D) Two views of the ligand-binding pocket in the CNB  domain from the cGMP-dependent protein kinase I, with the protein shown as a solvent-accessible surface. The figure shows that in this domain, the ligand is very exposed to the bulk solvent through two large water-accessible tunnels. Values in parentheses refer to the highest resolution shell.
